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Which of the following TKI/IO combo regimens is
NOT approved by the FDA for the frontline mgmt of
#RenalCell carcinoma?
[ ] Atezo + bev
[ ] Pembro + axitinib
[ ] Pembro +lenva
[ ] Nivo + cabo
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4/ #TumorBoardTuesday #BonumCE #OncTwitter Ref #
#RenalCell *
¥ Combo txs as SOC for 1st line mRCC &

TKI/ICI combos:

® #lenvatinib (TKI) + #pembrolizumab (PD-1 mAb)

¢ #axitinib (TKI) + pembro

® #cabozantinib (TKI) + #nivolumab (PD-1 mAb)

Dual ICl combo:

¢ #ipilimumab (CTLA-4) + nivo
Ref #

5/#TumorBoardTuesday #RenalCell -

ﬁPh3 trls #KEYNOTE426, #CLEAR,
#CheckMate9ER, #CheckMate214

W Each combo regimen EJPFS, OS, & ORR vs
sunitinib

W Axi-avelumab approved but OS data immature

W Benefit across IMDC risk groups

W Axi-pembro=longest f/u among approved TKI-ICI in
RCC

Phase 3 Trials: Intent-to-Treat Populations

KEYNOTE-426 CLEAR i CheckMate-9ER | JAVELIN-Renal 101
Median Follow-up: 42.8 months ' Median Follow-up: 33.7 months :  Median Follow-up: 32.9 months +  Median Follow-up: 19.0 months
M Axi + Pembro M Sunitinb | [ Lenwva + Pembro M Sunitine | M Cabo + Nivo M Sunitinib ! I axi+ ave H Sunitinib
HR Death: 0.73 mOS | HR Death: 0.66 mOS | HR Death: 0.70 mOS : HRDeath: 0.83 mOS
[0.60-0.88) 45.7 vs 401 ' (0.49-0.88) NRvs NR | (0.55-0.90) 37.7vs34.3 ' (0.596-1.151) NR vs NR
P<0.001 Months ' P=0.0049* 1 P=0.0043 Months ' P=0.13

933 | |
0, ; 0, | Dn 4 uo
| 60% WEEY 56% b 56%
1 | | N
; 9.2 : 8.3 : (
‘40% | ‘36% | 28%) I7-D 27%

mPFS ORR %mPFS ORR imPFS ORR mPFS ORR

Months by RECIST 1.1 | Months by RECIST 1.1 | Months by RECIST 1.1 i Months by RECIST 1.1
*Medion fallow-up for HR 26,6 months; NR = not reached [
Rini Bl, et al. J Clin Oncol 2021;39(15_suppl}:4500; Porta CG, et al. Ann Oncol 2022;33(suppl_7):1449MO; - JdBonum
Motzer R, et al. Lancet Oncol 2022,23:888-898; Choueiri TK, et al. Ann Oncol 2020;31(8):1030-1039. A/ RN EREET
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£ 3Dual ICI combo (ipi + nivo) also approved tx option

¥ #CheckMate214 - ipi + nivo vs sunitinib
V4Longest follow-up in frontline RCC (>5 years)
V40S and PFS favor combo tx in int/poor risk pts

CheckMate-214 ;

Median Follow-up: 67.7 Months

Emm m
" Nivo + Ipi vs Sunitinib
Ann Oricel 2021;32|suppl_5):5685; -’f

Motzer R, et ol i
Motzor R, ot al. N Engl) Mod 2018,378(14]:1277-1290. ¥ R2RLLELY

Intent-to-Treat Int/Poor Risk Favorable Risk

: HR Death: 0.72 ORR | : HR Death: 0.68 ORR : ' HR Death: 0.94 ORR
| 95%Cl:0.62-0.85 by RECIST1.1 ! ' 95% Cl: 0.58-0.81 by RECIST 11 ¢ ' 95% Cl: 0.65-1.37 by RECIST 1.1

2 G)% G,% GZ% rzm 7% 68 G)% @%
7 2 :
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| MedianO5  Median PFS | | MedianOS MedianPFS | | Median OS  Median PFS |
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@ Which of the following is a characteristic feature of
the most common toxicities associated with anti-
angiogenic therapies?

[ ] Delayed presentation
[ ] Dose-dependent

[ ] Irreversible

[ ] Unpredictable

8/#TumorBoardTuesday #BonumCE #RenalCell
Combo tx =possiblefJtoxEdcan lead to trtmnt @@

Anti-angio inhibitors=multi@TKIs

AEs related to shared @s (e.g.
VEGFR)=predictable class tox

Some nuance due 2 diff%potency

Typ occur 1st few wks of Lgtx

Broadly dose-dependent
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9/#TumorBoardTuesday #RenalCell
ICI AEs related to immunostimulatory MOA (irAEs) 12-15
£ AMost mild/mod severity & reversible
I CAN become sev/fatal if not promptly Dx & Tx 1
Impact virtually any bodily system
“= Most occur “early” (<14wks after start tx), some
can occur mos/yrs later

" _-Pituitary Gland - Thyroid - Liver

I ‘ I AES 3 T Hypaphysitis = Hypothyroidism | « Hepatitis

~Heart
+ Myocarditis
« Conduction

* Hyperthyroidism i . Transaminitisi

! | i o disease
Nervous System -/ < Uveitis | = Pneumonitis  Pancreas - Gl Tract | . Heart failure
4 ® Pleuritis : « TIDM = Gastritis i « Arrhythmia

= Scleritis [

« Guillian-Barré syndrome

= Myasthenia gravis » I

* Encephalitis Ve, e AN ST DR el i S |

= Demyelination 3

= Neuropathy

* Meningitis
Adrenal Gland 7 |] .

= Adrenalitis

= Pancreatitis 1

= Colitis ! Pericarditis
|

Endocrinopathy

Toxicity Grade

Kidney -~~~
= Acute interstitial
nephritis

= Glomerular disease 8 10 12 14

Duration of Treatment {weeks)

« Myositis Q. e N ottt o RS Rheumatological
wd b T oKIn temeemmeme e = Vasculitis = Sicca syndrome
" = Vitilige = Psoriasis » Thrombocytopenia = Arthritis = Polymyalgia
5 Tajiri K, et al. Exp Opin Drug Safety = Alopecia = Dermatitis = Hemolytic anemia » Sarcoidosis rheumatica
Bonum 2?22{]] CIDOFQAOAIQ.; prw(;(oll sNéarfsao . S;«:delfosme « Pruritus « Neutropenia ® Scleroderma
10/ #TumorBoardTuesday #BonumCE #RenalCell Ref #
#OncTwitter #NephTwitter #MedTwitter 8

‘Which of the following is an AE that is commonly
observed with both ICls and TKIs?

[ ] Diarrhea
[ ] Hypertension

[ ] PPES

|:| Stomatitis
11/ #TumorBoardTuesday #BonumCE #RenalCell Ref #
#OncTwitter #NephTwitter #MedTwitter 8, 16-17

Some AEs attributable to either drug
Theseoverlapping tox can complicate pt mgmt

Potential for : o
i o VEGF Inhibitors
* TOXICItIeS Hypertension

with Taste changes
Stomatitis

TKI + ICI Pneumonitis # Rash Profeinuria
Hyperthyroid ¢ Hypothyroid I Posterior.reversible

Combos Myocarditis * Hepatitis 7 encephaloputhy
B Nephritis e Diarrhea syndrome
Myositis Hand &foot
Vasculitis syndrome
Adrenal crisis '

Immunotherapy P
._ngngm

Hanna K, et al. Dir Pharm 2021;3(2):9.
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12/#TumorBoardTuesday #BonumCE #RenalCell Ref #
#OncTwitter #NephTwitter #MedTwitter 4-5, 18-20

«J Common tox in pivotal Phase 3 trials of TKI-ICI
combos y$

#KEYNOTE426 #CLEAR #CHECKMATESER
#JAVELINrenal101

¢ Diarrhea

¢ HTN

¢ Hypothyroidism

¢ Fatigue

¢ PPES

¢ Loss of appetite

The USUGI SUSpeCfS = Le‘"VC' +Pembro m Axi + Pembro
Common TKIHCICombe Toxichics oo oo s 5
— e
Hypertension # E j j %

Hypothyroidism

28%

26%

Grades 3/ 4 Hypertension

Fatigue

PPES

Loss of Appetite

0% 10% 20% 30%  40% 50% 60%  70%

Dose R

Motzer R, etol, N Engl ] Med 2021;384(14):1289-1300; Rini B, et al, N Engl ) Med 2019,380; 1116- 1127; Powles T, etal, Loncer Oncol 2020;21:1543-1573; .;Bonum
Motzer RY, et al. Loncet Oncol 2022;23:886-898; Choueiri TK, et al. Ann Oncal 2020:31(81:1030-1039. i AR

13/#TumorBoardTuesday #BonumCE #RenalCell Ref #
#OncTwitter #NephTwitter #MedTwitter 6-7

+J Common tox in pivotal P3 #CHECKMATE214 trial of
dual ICl combo «J

¢ Fatigue

@ Pruritus

¢ Diarrhea

¢ Rash

¢ Nausea

CheckMate-214: Common TRAEs with Dual ICI Combo

Fatigue Pruritus Diarrhea Rash Nausea
AI"IY Grade (o) (o) o o o
waes>200 47% 34% 36% 31% 31%
Grade 3/4 Lipase o . Discontinuations o
TRAEs 210% Level ] 0 /O {no dose J allowed) 22 /O
:’nri\ R, :; ul| Agnioy;ﬂczf 2;)52I§b33‘(s uppl_ 3 5308 569 hnps//www.merck mm/news/merci: -and- e::‘cr:" pvrvn"hde update- .Onfh;s'e CBQ‘\Ieln/p -002- 'ﬁsonum
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Effective tox mgmt £ optimize pt outcomes|¥4

1Y Mgmt strategies include...\y

¢ Prevention

¢ Monitor BP, urine protein, thyroid & liver function
# Dose modification ([[JE3 @)

@ Supportive care

Management Strategies to Reduce AEs

Don‘t Forget Your }
Clinical Tools! B iﬁ ,m_-? =

&

eratt® - 2
- Dose Dose Hold Discontinue
(TKI) Treatment
Q Suppeortive -
Care ‘ Immunosuppressive ...
Therapy (ICI) e
Prophyluxis "§Bonum

15/ #TumorBoardTuesday #BonumCE #RenalCell
#OncTwitter #NephTwitter #MedTwitter

@PtwmRCC

@ Initiated tx w pembro + lenva

¢ Developed G3 diarrhea

¢ Lenva withheld & anti-diarrheal treatment initiated
# Diarrhea now resolved.

‘What next step is best for the pt?

[ ] Discontinue lenva
[ ] Continue to hold lenva
[ ] Resume lenva 14mg

[ ] Resume lenva 20mg

16/#TumorBoardTuesday #RenalCell

If tox occurs, )strategy

¢ [Jdose TKI

@ Dose flex of TKIs>ICls

¢ Axi fastest washout (hrs)

¢ Lenva 14mgfd10mg E38mg

¢ Axi 5mgf33mgEd2mg
# Cabo 40mg QDEJ20mg QDEJ20mg QOD

Many pts need dose 3
BUT most can stay on tx if manage pt expectations
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17/#TumorBoardTuesday #BonumCE #RenalCell
#OncTwitter #NephTwitter #MedTwitter

«J Research needed to {4 tox while maintaining
efficacy

? Alternative dosing strategies (incl. dose breaks)
? Effects of dose §4 on pt outcomes
? Effects of reduced u dose on pt outcomes

18/#TumorBoardTuesday #BonumCE #RenalCell Ref #

#OncTwitter #NephTwitter #MedTwitter 26

? Effects of reduced D dose on pt outcomes

Limited prospective trial data to date: lenva 14mg u

dose

¢ Lenva 14mg vs 18mg + pembro in EC [314mg [3

dose L4 AEs & maint efficacy
Ref #

19/#TumorBoardTuesday #BonumCE

#OncTwitter #RenalCell 1,27

Plethora of options... ? Which combo to pick ?

Lack H2H trials or reliable biomarkers..choice based

on clin features & other factors, including:

@ Tumor burden

¢ Comorbidities

¢ Pt age/func status

¢ Physician/pt pref

¢ QoL

20/ #TumorBoardTuesday #BonumCE #RenalCell Ref #
6-7, 27

_ Examples for treatment selection _
A High tumor burdenE3ICI/ TKIEIshort & to
response/deep responses

A Older/frail ptgaxi-pembrofJgreatest flexibility in
dosing to avoid AEs

. Uncontrolled HTN/CHFEZ ipi-nivo 3 TKIs
contraindicated
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@ s triplet tx the future?
#COSMIC313=nivo + ipi + cabo int/poor-risk
#RenalCell

3x tx sign PFS vs pbo+nivo+ipi (mPFS: NR vs 11.3mos)
@ OS - follow-up ongoing

Sig Edin tox - G3/4 TRAEs in 73% pts vs 41% for pbo
arm

TRAEs leading to tx @ :12% vs 5%

22 /#TumorBoardTuesday

MPPoints

¢ TKI/ICl combos SOC 1L met #RenalCell
& PFS, OS & ORRs vs sunitinib all risk groups

¢ EJrisk tox & potential 4 o’lap tox complicates pt
mgmt

¢ Addl options incl axi-ave, dual ICl combo, & TKI
monotx

# Choice guided by pt- & diz-specific factors

Claim your CME credit by completing the post-survey and evaluation. Link
provided
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